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DETAILED ACTION 

1 . This office action is in response to Amendment filed on November 26, 2007. Claim 32 
has been cancelled. Claims 1-16, 18, 31, and 33-36 are currently pending and are under 
examination. 

2. Upon further consideration the finality of the rejection of the office action mailed 
September 10, 2007 is withdrawn. The indicated allowability of claims is withdrawn in view of 
the reference(s) to Navarro-Quiroga et al. Rejections based on the cited reference(s) follow. 

Withdrawal of Rejections 

3. The rejection of claims 1-4, 6, 1 1-16, 18, and 33 under 35 U.S.C. 1 12, first paragraph, 
written description is withdrawn based on the amendments to the claims. 

4. The rejection of claims 1-4, 6, 1 1-16, 18, and 33 under 35 U.S.C. 1 12, first paragraph, 
scope of enablement is withdrawn based on the amendment to the claims. 

5. The rejection of claims 3 1, 34, 35, and 36 under 35 U.S.C. 102(a) as being anticipated by 
Navarro-Quiroga et al. (Molecular Brain Research 105: 86-97 (2002)) is withdrawn based on the 
amendment to recite particular protein translocation domains. 

Maintenance of Rejections 

Claim Rejections - 35 USC § 102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(a) the invention was known or used by others in this country, or palenl cd i >r described in a printed publication in this 
or a foreign country, be lore die invention thereof by the applicant for a patent. 

7. Claims 1, 13, 14, 15, 16, and 18 are rejected under 35 U.S.C. 102(a) as being anticipated 
by Navarro-Quiroga et al. (Molecular Brain Research 105: 86-97 (2002); Previously cited). 

Navarro-Quiroga et al. disclose the synthesis of a fusogenic peptide comprising SEQ ID 
NO: 3 (GLFEAIAEFIEGGWEGLIEG) conjugated to a heterologous polypeptide and a protein 
transduction domain (see page 87, Section 2.1, Synthesis of the fusogenic-NT-vector). The 
neurotensin is the heterologous polypeptide and the poly-L-lysine is the protein transduction 
domain. The polylysine sequence is known in the art to be a protein transduction domain as 
evidenced by Park et al. (previously cited in Advisory action). The fusion polypeptide is a 
population of peptides in a test tube. Some portion of the population of peptides are reasonably 
interpreted to be the first fusion polypeptide comprising a protein transduction domain and a 
heterologous polypeptide, and some other portion of the population is reasonably interpreted to 
be the second fusion polypeptide comprising a protein transduction domain and a fusogenic 
domain (SEQ ID NO: 3). 

Where the only difference between a prior art product and a claimed product is printed 
matter that is not functionally related to the product, the content of the printed matter will not 
distinguish the claimed product from the prior art. In re Ngai, **>367 F.3d 1336, 1339, 70 
USPQ2d 1862, 1864 (Fed. Cir. 2004). 

Claim Rejections - 35 USC §103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

10. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

11. Claims 2-9, 31, and 33-36 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Navarro-Quiroga et al. (Molecular Brain Research 105: 86-97 (2002); Previously cited) in view 
of Yang et al. (FEBS Letters 532: 36-44 (2002)). 

Navarro-Quiroga et al. is discussed above in the 35 U.S.C. 102(a) rejection. Navarro- 
Quiroga et al. do not disclose the use of a protein transduction domain selected from the group 
consisting of a peptide comprising a herpes viral VP22 protein, a polypeptide comprising a 
human immunodeficiency virus (HIV) TAT protein, a polypeptide comprising a homeodomain 
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of an Antennapedia protein (Antp HD), and a functional fragment thereof comprising amino 
acids 47-57 of a TAT protein. Yang et al. state and use the 11 amino acid residues (47-57) from 
HIV-1 TAT protein for protein transduction activity of heterologous peptides, including 
diagnostic fluorescent fusion proteins and therapeutic agent thymidine kinase (see page 37, 
section 2.2. Construction of vectors, see particularly for TAT-TK, and TAT-GFP). 

The rationale to support a conclusion that the claim would have been obvious is that the 
substitution of one known element for another yields predictable results to one of ordinary skill 
in the art. 

It would have been prima facie obvious to the person having ordinary skill in the art to 
exchange the polylysine protein transduction domain with the art recognized TAT polypeptide 
(47-57) protein transduction domain, because the art has recognized the use of TAT protein 
transduction domains with fusion peptides for protein transport. 

12. Claim 10-12 are rejected under 35 U.S.C. 103(a) as being unpatentable over Navarro- 
Quiroga et al. (Molecular Brain Research 105: 86-97 (2002); Previously cited), Yang et al. 
(FEBS Letters 532: 36-44 (2002)) and Takenobu et al. (Molecular Cancer Therapeutics 1: 1043- 
1049 (2002)). 

Navarro-Quiroga et al. and Yang et al. are discussed above. Neither reference discloses 
the use of tumor suppressor protein p53 as the heterologous polypeptide. 

Takenobu et al. disclose the use of p53 with a protein transduction domain for the 
treatment of oral cancers (see page 1043, Material and Methods, Plasmid Construction and 
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Purifcation of 1 lR-p53 Fusion Protein). Takenobu et al. also discuss the use of a mutated p53 
for protein transduction (see page 1048, left hand column of text, line 8). 

It would have been prima facie obvious to the person having ordinary skill in the art to 
conjugate the p53 protein dislcosed by Takenobu et al. with the TAT protein transduction 
domain disclosed by Yang et al, because of the known desire to treat tumors with peptide 
pharmaceuticals. A person having ordinary skill in the art would have expected to succeed 
because Takenobu et al. do disclose the use of p53 fusion polypeptides with protein transduction 
domains. 

Conclusion 

13. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to AN AND U. DESAI whose telephone number is (571)272-0947. 
The examiner can normally be reached on Monday - Friday 9:00 a.m. - 5:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Kathleen Kerr Bragdon can be reached on (5 1 7) 272-093 1 . The fax phone 
number for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

March 10, 2008 

/Anand U Desai, Ph.D./ 
Patent Examiner, Art Unit 1656 



